SCIENTIFIC CORRESPONDENCE
No association between marker D1oS1423 and Alzheimer's disease L Bertram, A Saunders, K Mullin, A Sampson, T Moscarillo, S Bassett, R Go, D Blacker, R Tanzi There is growing evidence that chromosome 10 harbors a potential Alzheimer's disease gene, and a recent study by Zubenko and co-workers suggested this gene to lie on the short arm of the chromosome, near marker D10S1423. In an attempt to corroborate this finding, Bertram et al investigated the region in a large and well-characterized sample of more than 400 Alzheimer's disease families. However, they were unable to replicate the previous observations and conclude that the putative Alzheimer's gene on chromosome 10 is probably located further downstream, on the long arm of the chromosome.
FEATURE ARTICLE
A systematic review of association studies investigating genes coding for serotonin receptors and the serotonin transporter: I. affective disorders M Anguelova, C Benkelfat, G Turecki There is significant evidence suggesting that genes play an important role in the predisposition to affective disorders. This study carried out a systematic review of a number of studies investigating serotonin transporter genes in affective disorders. A positive association was detected for two variants in the serotonin transporter.
LILLY-MOLECULAR PSYCHIATRY AWARD, HONORABLE MENTION
Reduced brain-derived neurotrophic factor in prefrontal cortex of patients with schizophrenia CS Weickert, TM Hyde, BK Lipska, MM Herman, DR Weinberger, JE Kleinman Schizophrenia is hypothesized to be a developmental brain disease. A number of molecules control the process of brain development and maturation, One molecule, brain-derived neurotrophic factor, or BDNF, is important for neuronal cell body growth, formation of connections and ongoing plasticity. In the frontal cortex, a brain area involved in reasoning and planning, we found reduced BDNF in the schizophrenic brain. Reduced BDNF may relate to the anatomical and functional changes found in this brain region in schizophrenia.
IMMEDIATE COMMUNICATION
Sequence variations in CREB1 cosegregate with depressive disorders in women GS Zubenko, HB Hughes, III, JS Stiffler, A Brechbiel, WN Zubenko, BS Maher, ML Marazita
Major depressive disorder (MDD) constitutes a major public health problem worldwide and affects women twice as frequently as men. The authors detected sequence variation in the CREB1 promoter and intron 8 that co-segregate with mood disorders in women from families with recurrent. early-onset MDD, a severe and strongly familial subtype of MDD. These findings identify CREB1 as a sex-limited susceptibility gene for unipolar mood disorders and implicate the cAMP signaling pathway in the pathophysiology of mood disorders and related conditions.
ORIGINAL RESEARCH ARTICLES
Trapping and sequence analysis of 1138 putative exons from human chromosome 18 H Chen, N Wang, Y Huo, P Sklar, DF MacKinnon, JB Potash, FJ McMahon, SE Antonarakis, JR DePaulo Jr, CA Ross, MG McInnis In a search for novel genes on chromosome 18 (HC18), on which several regions have been linked to biploar disorder, a technique known as exon trapping was used to isolate protein-coding regions (exons) from HC18-specific cosmid clones. Among the 1138 exons trapped, 1052 of them have been localized to HC18, and 86 have not been localized. A sequence database search revealed that 288 exons were identical to known genes on HC18. The remaining 850 exons were novel, which may represent hundreds of unidentified genes.
Dense linkage disequilibrium mapping in the 15q11-q13 maternal expression domain yields evidence for association in autism El Nurmi, T Amin, LM Olson, MM Jacobs, JL McCauley, AY Lam, EL Organ, SE Folstein, JL Haines, JS Sutcliffe Chromosome 15q11-q13 is a candidate region for autism, based on observations of chromosomal duplications in a small percent of affected individuals. The authors have constructed and analyzed 29 genetic markers through a region harboring two imprinted, maternally expressed genes, UBE3A and ATP10C, and regions of imprinting control. Several makers in ATP10C reveal nominally significant allelic association in the total dataset of autism families or in specific subsets of that data. These studies are consistent with an involvement of ATP10C in autism.
Genetic association of Acyl-coenzyme A: Cholesterol acyltransferase with cerebrospinal fluid cholesterol levels, brain amyloid load, and risk for alzheimer's disease MA Wollmer, JR Streffer, M Tsolaki, LME Grimaldi, D Lutjohann, D Thal, K von Bergmann, RM Nitsch, C Hock, A Papassotiropoulos Cholesterol regulates the production of the a-amyloid peptide (Aa), which is central to the pathogenesis of Alzheimer's disease (AD). By esterifying cholesterol with long-chain fatty acids, acyl-coenzyme A: cholesterol acyltransferase 1 (ACAT1) is involved in the generation of Aa. The authors observed that a polymorphism (SNP) in SOAT1, the gene encoding ACAT1, was associated with reduced risk for AD in two ethnically independent populations. This SNP was also associated with reduced concentrations of cholesterol in the cerebrospinal fluid and with absence of a-amyloid pathology in the brain.
